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DETAILED ACTION 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 10, 16, 17, 22, 42 and 52 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claims 10, 16, 17, 42 and 52 recite the limitation "the pH" in line 1. There is 
insufficient antecedent basis for this limitation in the claim. Their independent claims do 
not recite "pH" limitation. 

Claim 22 is rejected because the language is confusing in view of the phrase 
"further where" in line 1 . 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-5, 13, 15-24, 26-29, 35, 36, 39, 43, 45-47 and 53 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Lemmens et al. US 6,919,087. 

Lemmens teaches a pharmaceutical composition comprising amlodipine 
maleate, and excipients including diluent, binder, disintegrant, and lubricant (abstract; 
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and column 4, lines 19-43). Excipients such as microcrystalline cellulose, calcium 
hydrogen phosphate, sodium starch glycolate, magnesium stearate and/or talc are 
added in the amounts that fall within the claimed ranges (column 5, lines 43-52; column 
6, lines 21-42; and examples). The overall pH of the composition is from about 5.5-6.8, 
and the composition comprises less than 0.5% amlodipine aspartate after 1 month 
storage at 40°C/75%RH (abstract; stability study of Z#204 in the examples; and claims). 

Lemmens is different in the sense that Lemmens teaches the use of magnesium 
in the composition. However, Lemmens limited the amount of magnesium stearate to 
as low as less than 0.5% (see example 2) to obtain a stable amlodipine maleate 
composition useful for the treatment of hypertension or angina (column 6, lines 58-65). 
Thus, it would have been obvious to one of ordinary skill in the art to, by routine 
experimentation optimize the amlodipine maleate composition taught by Lemmens to 
eliminate the use of magnesium stearate to obtain the claimed invention, because 
Lemmens teaches an amlodipine maleate having the claimed impurity in the same 
storage condition at one month, because Lemmens teaches a pharmaceutical 
composition that does not comprise magnesium stearate has been shown to provide 
good stability against the formation of impurities (column 5, lines 53-56), and because 
Lemmens teaches the use of magnesium stearate as an optional ingredient (column 6, 
lines 25-29). 
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Claims 1-6, 13-30, 35-37, 39, 43-48 and 53 are rejected under 35 U.S.C. 103(a) 
as being unpatentable over Lemmens et al. US 6,919,087, in view of Jerzewski et al. 
US 5,006,344. 

Lemmens is relied upon for the reason stated above. Although it would have 
been obvious Lemmens to one of ordinary skill in the art to, by routine experimentation 
eliminate the use of magnesium stearate to obtain the claimed invention, however, to be 
more specific, Jerzewski is cited for the teaching of using other lubricant can improve 
stability of pharmaceutical formulations (see abstract). Jerzewski teaches using sodium 
stearyl fumarate or hydrogenated vegetable oil instead of magnesium stearate in a 
pharmaceutical dosage form, can improve the shelf life and stability of the dosage form 
(column 1 , lines 22-27; and column 2, lines 3-7). Thus, it would have been obvious to 
one of ordinary skill in the art to modify the composition of Lemmens to use sodium 
stearyl fumarate instead of magnesium stearate as a lubricant to obtain a stable 
amlodipine maleate dosage form having the claimed properties, because Jerzewski 
teaches an increase in shelf life and stability of the dosage form for similar active agent 
such as an antihypertensive agent without the use of magnesium stearate, and because 
Lemmens teaches the desirability to obtain a shelf stable composition for an 
antihypertensive active agent. 

Claims 7-12, 31-34, 38, 40-42 and 49-52 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Lemmens et al. US 6,919,087, in view of Jerzewski et al. US 
5,006,344 and Marder et al. US 5,674,529. 
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Lemmens in view of Jerzewski are relied upon for the reasons stated above. The 
cited references do not teach the claimed lubricant such as hydrogenated castor oil. 

Marder teaches lubricant useful in pharmaceutical dosage form includes 
hydrogenated castor oil, hydrogenated vegetable oil, and salts of stearyl fumarate 
(column 7, lines 48-51). Thus, it would have been obvious to one of ordinary skill in the 
art to select hydrogenated castor oil as a lubricant in view of the teaching of Marder, 
because Marder teaches the equivalency between hydrogenated castor oil, 
hydrogenated vegetable oil, and salts of stearyl fumarate as a lubricant, because 
Marder teaches hydrogenated castor oil is a well known lubricating agent in 
pharmaceutical art, because Jerzewski teaches an increase in shelf life and stability of 
the dosage form in the use of hydrogenated oil as a lubricant, and because Lemmens 
teaches the desirability to obtain a shelf stable composition. 

Claims 1-5, 13, 15-24, 26-29, 35, 36, 39, 43, 45-47 and 53 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Jerzewski et al. US 5,006,344, in view of 
Chakole et al. US 2003/0180354. 

Jerzewski teaches a stable composition comprising salt of an anti-hypertension 
agent, and excipients including lubricant, filler, disintegrant, and binder (column 2, lines 
3-49). Excipients such as microcrystalline cellulose, sodium starch glycolate, 
magnesium stearate and/or talc are added in the amounts that fall within the claimed 
ranges (column 2, lines 30-69; and examples). Lubricating agent includes 
hydrogenated vegetable oil and sodium stearyl fumarate (ID). 
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Jerzewski does not explicitly teach the claimed active agent. 

Chakole teaches a stable pharmaceutical composition comprising amlodipine 
maleate as an anti-hypertension agent, and pharmaceutically acceptable excipients 
(abstract; paragraphs 001 1-0021 ; and claims). Chakole further teaches the claimed pH, 
and stability at 40°C/75%RH for one month (examples). Thus, it would have been it 
would have been obvious to one of ordinary skill in the art to modify the composition of 
Jerzewski using amlodipine maleate as an anti-hypertension agent in view of the 
teaching of Chakole, because Chakole teaches amlodipine as anti-hypertension agent 
that is well known in the art to exhibits better bioavailability and absorbability 
(paragraphs 0003-0004 and 0027), and because Jerzewski teaches an increase in shelf 
life and stability of the dosage form for similar active agent such as an antihypertensive 
agent. 

Claims 7-12, 31-34, 38, 40-42 and 49-52 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Jerzewski et al. US 5,006,344, in view of Chakole et al. and 
Marder et al. US 5,674,529. 

Jerzewski and Chakole are relied upon for the reasons stated above. The cited 
references do not teach the claimed lubricant such as hydrogenated castor oil. 

Marder teaches lubricant useful in pharmaceutical dosage form includes 
hydrogenated castor oil, hydrogenated vegetable oil, and salts of stearyl fumarate 
(column 7, lines 48-51). Thus, it would have been obvious to one of ordinary skill in the 
art to select hydrogenated castor oil as a lubricant in view of the teaching of Marder, 
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because Marder teaches the equivalency between hydrogenated castor oil, 
hydrogenated vegetable oil, and salts of stearyl fumarate as a lubricant, because 
Marder teaches hydrogenated castor oil is a well known lubricating agent in 
pharmaceutical art, because Jerzewski and Chakole teach a stable dosage form in the 
use of hydrogenated oil as a lubricant. 

Pertinent Arts 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. Billotte et al. is cited as of interest for the teachings of a stable 
formulation of amlodipine maleate. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Susan T. Tran whose telephone number is (571) 272- 
0606. The examiner can normally be reached on M-F 6:00 am to 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward can be reached on (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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